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Detailed Action 

This application claims benefit of provisional applications 60/415452, filed 
October 1 , 2002, and 60/418818, filed October 1 1 , 2002. 

Election/Restrictions 
Applicant's provisional election without traverse of group I, drawn to a method of 
treating disease, filed August 24, 2006, is acknowledged. Claims 33-40 and 44-49 are 
withdrawn from further consideration pursuant to 37 CFR 1 .142(b) as being drawn to a 
nonelected group, there being no allowable generic or linking claim. Election was made 
without traverse in the reply filed on August 24, 2006. Because election was made 
without traverse, the requirement for restriction is therefore made FINAL. 

Claims 1-30 and 41-43 are pending in this application and examined on the 
merits herein. 

Claim Objections 

Claim 13 is objected to because of the following informalities: the word 
"thiazolidinedione" has been misspelled as "thiazolidinedone". Appropriate correction is 
required. 



Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 
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The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1-32 are rejected under 35 U.S.C. 112, second paragraph, as being 

indefinite for failing to particularly point out and distinctly claim the subject matter which 

applicant regards as the invention. Base claims 1 and 25 recite the limitation, a subject 

having, or susceptible to having ." The specification further defines, "susceptible," to 

mean that a subject has a predisposition or likelihood of developing an asthma, allergy, 

or type I hypersensitivity, without yet exhibiting detectable symptoms. It is unclear how 

many subjects are included within the scope of this limitation. In particular, because 

any individual may at some point in their life develop one of these disorders, it is 

possible to interpret this limitation to cover every living subject, even perfectly healthy 

ones who may develop an asthma, allergy, or hypersensitivity. Alternately, it is also 

reasonable to interpret this limitation to cover only subjects who actually have a disorder 

which has not yet manifested clinical symptoms but which will if left untreated. 

Claims 25-32 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. Claim 25 discloses a chemical structure having two 
variable groups, L and M. These groups are defined by the phrase, "L and M combine 
with each other and cooperate jointly to form a linkage and a plurality of salts." This 
phrase does not define the subject matter in such a manner as to make it clear to one 
skilled in the art what is described. In particular, while the description states that L and 
M combine with each other and form a linker and a plurality of salts, it does not define 
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what L and M actually are or how they are supposed to form a linker and a plurality of 
salts. For example, L and M could represent two charged organic groups, (i.e. amine 
and carboxylate substituted alkyls) which form a salt, or they could be used in their art- 
recognized manner to represent a metal (M) and a ligand capable of coordinating that 
metal (L), as pictured below. Therefore this claim, and its dependant claims, are 
indefinite. 




Generic Structure Organic Interpretaion Organometallic Interpretation 



The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1 , 2, 4-24, and 41-43 are rejected under 35 U.S.C. 112, first paragraph, 
because the specification, while being enabling for a method of treating a subject having 
a type I hypersensitivity, asthma, or allergy comprising administering ciglitazone or other 
pharmaceutical agents shown in the art to be useful for this purpose, does not 
reasonably provide enablement for such a method involving any PPAR-k agonist. The 
specification does not enable any person skilled in the art to which it pertains, or with 
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which it is most nearly connected, to practice the invention commensurate in scope with 
these claims. 

The Applicant's attention is drawn to In re Wands, 8 USPQ2d 1400 (CAFC1988) 
at 1404 where the court set forth eight factors to consider when assessing if a 
disclosure would have required undue experimentation. Citing Ex parte Forman, 230 
USPQ 546 (BdApIs 1986) at 547 the court recited eight factors: 
(1 ) The nature of the invention; (2) the state of the prior art; (3) the relative skill of those 
in the art; (4) the predictability or unpredictability of the art; (5) the breadth of the claims; 
(6) the amount of direction or guidance presented; (7) the presence or absence of 
working examples; and (8) the quantity of experimentation necessary. 

Nature of the invention : The invention is drawn to a method of treating disease 
by administering a pharmaceutical compound. 

The state of the prior art : A number of PPAR-k agonists are known in the art, 
including ciglitazone, troglitazone, and others. These compounds are also known to be 
useful as anti-inflammatory agents and for the treatment of asthma. The prior art does 
not exhaustively disclose the full range of PPAR-k agonists, or disclose a general 
principle which would inform one skilled in the art how to determine the PPAR-k agonist 
activity of a hypothetical compound without actually synthesizing and assaying the 
compound. 

The relative skill of those in the art : The relative skill of those in the art is high. 
The predictability or unpredictability of the art : According to Silverman (The 
Organic Chemistry of Drug Design and Drug action , reference included with PTO-892) it 
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is easier to design an antagonist than an agonist, and an agonist may often be 
transformed into an antagonist by appropriate structural modifications, (p. 70, first 
paragraph) Therefore for most agonists, there are expected to exist many derivatives 
which are antagonists, that is which retain the ability to bind the target receptor but not 
the ability to activate said receptor. For this reason the determination of the agonist or 
antagonist activities of a group of compounds is unpredictable. Furthermore, in order to 
identify a compounds specifically as an agonist, the compound must be identified by a 
reporter assay. Merely observing binding does not rule out the possibility that the 
compound is an antagonist. 

The Breadth of the claims : The instant claims are very broad, reading on 
methods involving each and every chemical compound which binds and activates the 
PPAR-k receptor. It should be noted that this class of compounds includes peptides, 
nucleic acids, and other biomolecules which activate the receptor. 

The amount of direction or guidance presented : Applicant's disclosure suggests 
that the agonist or antagonist activity of potential compounds may be determined by 
various in vitro assays found in the prior art. (paragraph 0056) No general rule is given 
by which PPAR-k agonists may be identified without performing a reporter assay. 

The presence or absence of working examples : The only working examples 
given concern one compound, ciglitazone. This compound is not representative of all 
PPAR-k agonists. 
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Note that lack of working examples is a critical factor to be considered, especially 
in a case involving an unpredictable and undeveloped art such as the design of novel 
agonists. See MPEP 2164. 

The quantity of experimentation necessary : One of ordinary skill in the art, in 
order to practice the invention of claim 1 with the full range of PPAR-k agonists beyond 
the meager number disclosed in the specification would be required to test potential 
compounds in vitro in a reporter assay to determine whether a they activate the PPAR-k 
receptor. According to the 2006 Chemical Abstracts catalog, The Chemical Abstracts 
Registry contains entries for approximately 26 million compounds, all of which are 
potentially included in the claimed invention if they happen to PPAR-k agonist activity. 
For most compounds, it is unknown whether they are or are not useful as PPAR-k 
agonists. Gathering this data for every possible chemical compound which may be a 
PPAR-k agonist would involve a significant synthetic effort in order to produce a 
representative sample of each and every compound which could possibly possess this 
activity, regardless how exotic, unstable, or synthetically demanding. Once 
synthesized, the compounds would be subjected to a PPAR-k reporter assay or 
observed in vitro for their effects on cell cultures to determine their PPAR-k agonist 
activity. 

This process would be repeated for a very large set of compounds due to the 
breadth of the claims. These compounds would span the areas of organic, inorganic, 
and biological chemistry, and would share no common structural element or synthetic 
method. Thus the process of preparing the compounds to be tested would be far from 
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routine and would involve the development of many novel synthetic methods, each of 
which would be burdensome and unpredictable in its own right, thus presenting an 
undue and unpredictable experimental burden to one skilled in the art wishing to 
practice the invention. 

Genentech, 108 F.3d at 1366, sates that, "a patent is not a hunting license. It is 
not a reward for search, but compensation for its successful conclusion." And "patent 
protection is granted in return for an enabling disclosure of an invention, not for vague 
intimations of general ideas that may or may not be workable." 

Therefore, in view of the Wands factors, as discussed above, particularly the 
broad scope of the claims, the unpredictability of the art, and the lack of guidance from 
Applicant's disclosure, Applicants fail to provide information sufficient to practice the 
claimed invention for all PPAR-k agonists. 



Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351(a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21(2) 
of such treaty in the English language. 

Claims 1, 2, 4, 5, 8-10, and 41-43 are rejected under 35 U.S.C. 102(e) as being 



anticipated by Pershadsingh. (PCT international Publication WO02/13812, included with 
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PTO-892) Pershadsingh discloses a method of treating inflammatory diseases in a 
mammal, particularly a human, comprising administering a PPAR-k agonist, (p. 13, lines 
25-32, p. 14, lines 12-14) Inflammatory diseases which may be treated in this manner 
specifically include asthma and allergic asthma, (p. 24, lines 16-19) The PPAR-p 
agonist may be administered by a variety of routes including topically, by inhalation, 
intravenously, intramuscularly, or parenterally. (p. 15, lines 1-10) This disclosure is 
therefore drawn to a method of treating human having a type I hypersensitivity, asthma, 
or allergy, comprising administering a therapeutically effective amount of at least one 
PPAR-k agonist, as disclosed by the instant claims. Although Pershadsingh does not 
specifically mention that the disclosed invention operates by regulating T H 2 cell function, 
or production of IL-4, IL-5, and IL-13, as described in instant claims 41-43, Applicant's 
recitation of a new mechanism of action for the prior art method will not, by itself 
distinguish the instant claims over the prior art teaching of the same or nearly the same 
method steps. Note that a mechanism of action of a treatment would not by itself carry 
patentable weight if the prior art teaches the same or nearly the same method steps. In 
the instant case, the steps disclosed in the reference are the same as in the instant 
claims, administering the same compound in the same amounts to the same or similar 
cells or subjects by the same mode of administration. See Ex parte Novitski 26 USPQ 
2d 1389, 1391 (Bd. Pat. App. & Int. 1993). Note that the claiming of a new use, new 
function, or unknown property which is inherently present in the prior art does not make 
the claim patentable. See In re Best, 562 F.2d 1252, 1254, 195 USPQ 430, 433 (CCPA 
1977). See also Eli Lilly and Co. v. Barr Laboratories Inc. 251 F3c. 955; 58 USPQ2d 
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1869-1881 (Fed. Cir. 2001) with regard to inherency as it relates to the claimed 
invention herein. 

Pershadsingh thus anticipates the claimed invention. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 3, 6, 7, and 1 1-24 are rejected under 35 U.S.C. 103(a) as being 

unpatentable over Pershadsingh. (PCT international Publication WO02/13812, included 

with PTO-892) in view of Adams et al. (US patent 6090836, cited in PTO-892) 

Pershadsingh discloses a method of treating inflammatory diseases in a mammal, 

particularly a human, comprising administering a PPAR-k agonist, (p. 13, lines 25-32, p. 

14, lines 12-14) Inflammatory diseases which may be treated in this manner specifically 

include asthma and allergic asthma, (p. 24, lines 16-19) The PPAR-k agonist may be 

administered by a variety of routes including topically, by inhalation, intravenously, 

intramuscularly, or parenterally. (p. 15, lines 1-10) PPAR-k agonists useful in this 

method include any PPAR-k agonist, including natural and synthetic, and those yet to 

be discovered, (p. 16, lines 19-26) The thiazolidinedione derivatives of US patent 

application 09/520208, now US patent 6353011, are a particularly preferred 

embodiment. Other compounds, including both thiazolidinediones and non- 
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thiazolidinediones, are disclosed as PPAR-k agonists, (p. 25, lines 1-10) Troglitazone 
and roglitazone are also mentioned as being encompassed by the scope of the 
invention, (p. 21, lines 4-5, 13, and 15) The compounds may be administered in a dose 
of between 0.5-100 mg, 10-500 mg, or 100-5000 mg, for a total range of between about 
0.7 and 70 mg/kg per day. Pershadsingh does not explicitly disclose a specific 
examples comprising administering specific thiazolidinedione or non-thiazolidinedione 
compounds as disclosed in instant claims 3 and 1 1-24 or administering specific dosage 
ranges as disclosed in instant claims 6, 7, 14, 15, 21, and 22. 

Adams et al. discloses various PPAR-k agonists having a non-thiazolidinedione 
structure, (column 3, line 18 - column 4, line 21 , specific examples disclosed in columns 
19-104) Adams et al. also discloses that many thiazolidinedione compounds are also 
PPAR-k agonists, (column 2, lines 29-44) 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to administer troglitazone, roglitazone, or any of the other particular agonists 
mentioned by Pershadsingh, or to administer any of the compounds of Adams et al. It 
would also have been obvious to administer these compounds in a dosage range of 
between 2-10 mg/kg as disclosed in instant claims 6, 7, 14, 15, 21, and 22. One of 
ordinary skill in the art would have been motivated to use particular thiazolidinedione or 
non-thiazolidinedione derivatives because Pershadsingh discloses that all PPAR-k 
agonists are useful in the disclosed methods, and because specific compounds, such 
as the agonists indicated on p. 25, are mentioned which include both thiazolidinedione 
(for example, reference 4) and non-thiazolidinedione (for example, US patent 6090836, 
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Adams et al.) structures. One of ordinary skill in the art would have been motivated to 
administer these compounds in a dosage range of between 2-10 mg/kg because this 
range falls within the limitations already disclosed by Pershadsingh. One of ordinary 
skill in the art would have reasonably expected success because any PPAR-k agonist, 
regardless of structure, is already included within the scope of the claims, and because 
selecting precise dosage amounts is well within the ordinary and routine level of skill in 
the art. 

Thus the invention taken as a while is prima facie obvious. 

Summary 

No claims are allowed in this application. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Eric S. Olson whose telephone number is 571-272- 
9051. The examiner can normally be reached on Monday-Friday, 8:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Shaojia Anna Jiang can be reached on (571)272-0627. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 



Application/Control Number: 10/674,395 



Page 13 



Art Unit: 1623 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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